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Bcl6 negatively regulates strength of IL-2 signaling and  
effector CD8
+
 T cell differentiation 
（Bcl6は IL-2シグナル強度を抑制し、エフェクターCD8T細胞の分
化を負に抑制する） 
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Abstract 
Bcl6, a sequence specific transcriptional repressor, is important for generation and 
maintenance of central memory CD8
+
 T cells which are considered to be more 
efficient for mediating protective immunity than effector CD8
+
 T cells. However, the 
molecular mechanism involved in the generation is largely unknown. In this work, 
we evaluated the role of Bcl6 in the development of memory precursor and effector 
CD8
+
 T cell and impact of Bcl6 in IL-2 signaling. After immunization with OVA8 
peptide pulsed LPS activated DCs or OVA gene encoded vaccine virus, we found 
that Bcl6 negatively regulated both activated CD25
+ 
CD8
+
 T cell and KLRG1
hi
 
effector CD8
+
 T cell differentiation. In vitro, the level of CD25 on Bcl6-deficient 
naive CD8
+
 T cells was similar to wild type naive CD8
+
 T cells. These naive CD8
+
 T 
cells were then stimulated with anti-CD3 and anti-CD28 Abs. Since the induction of 
CD25 expression was more rapid and the amount of phosphorylated STAT5 was 
higher in the in vitro activated Bcl6-deficient CD8
+
 T cells than in the activated wild 
type CD8
+
 T cells, the IL-2 signaling was negatively regulated in activated CD8
+
 T 
cells by Bcl6. These Bcl6-deficient CD8
+
 T cells produced larger amounts of Tbx21 
and Gzmb and were promoted to effector cell differentiation. In contrast, the in vitro 
activated Bcl6 transgenic CD8
+
 T cells expressed fewer amounts of these effector 
factors and developed into memory precursor cells. Furthermore, we also showed 
IL-2-deficient CD8
+
 T cells expressed CD25 at low level after TCR stimulation but 
further high expression were induced by only addition of IL-2. Bcl6 inhibition 
rapidly induced low level of CD25 on IL-2-deficient CD8
+
 T cells. Blocking of IL-2 
stimulation partially abrogated higher induction of CD25 in Bcl6-deficient CD8
+
 T 
cells. Finally, we confirmed Bcl6 binding to CD25 and IL-2 genes. These results 
indicated that Bcl6 is responsible for the differentiation of memory precursor CD8
+ 
T 
cells and strength of IL-2 signaling after TCR and CD28 stimulation. 
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